Supplementary Figures
: Scheme of the approach to construct the null model. Structural robustness and plasticity were tested for significance with this null model. For each pre-miRNA, we generated 100 random sequences as a null model, where the natural and artificial sequences shared the property of yielding the same minimal free energy (MFE) structure. We first solved the corresponding inverse folding problems with the ViennaRNA package 1 . Subsequently, to minimize the bias introduced by the optimization method, we performed a neutral evolution, introducing mutations that did not change the MFE structure. 
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